regions, so that the recombinant adenovirus requires for 
replication complementation of genes of both the El and E4 
adenoviral early regions, wherein said /recombinant adenovirus 
genome additionally contains a transg;6ne that replaces any one 
of said deletions. 



38. (twice amended) A replication-defective recombinant 
^1 Cj^ adenovirus, wherein the virus contains at least two lethal 
deletions, two lethal mutatiocfs, or one lethal deletion and 
one lethal mutation in the El and E4 early gene regions, 
wherein an essential region/ of the E4 early gene region is 
deleted or mutated, so th^ the recombinant adenovirus 
requires for replication ycomplementation of genes of both the 
El and E4 adenoviral earAy regions, and wherein said 
recombinant adenovirus genome additionally contains a 
transgene that replaces any one of said deletions. 




39. (twice amended) A packaging cell line derived froi 
a 293 cell that supports the growth of a replication^^d^ective 
recombinant adenovirus that carries at least>fc^o lethal 
deletions of adenovirus El and E4 e^^^Y gene regions, so that 
the recombinant adenoviru%^r€quires for replication 
complementation of^^cr^es of both the El and E4 adenoviral 
early regioiafi^ comprising a cell line that supplies the 
func^i^ of the El early region and the E4 early region 
operablv linked to an inducible promoter and virus-associated 
RNA sequences. 
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40. (amended) A DNA plasxnijj^coinprising an inducible 
promoter operably linked to nu<^leotide sequences encoding a 
cytotoxic gene product of ^;srh adenoviral E4 gene or E4 early 
gene region. 




41. The DNA plasmid of Claim 40 wherein said inducible 
promoter is the promoter from the cAMP response element 
binding protein regulated genes. 

42. The DNA plasmid of Claim 41 wherein >^ id inducible 
promoter is selected from the gene encoding mammalian alpha 
inhibin. 



43. The DNA plasmid of jClaim 41 wherein said inducible 
promoter is selected frojiKrhe gene encoding mouse alpha 
inhibin. 



44. Th^ DNA plasmid of Claim 41 wherein said inducible 
promoter/is selected from the gene encoding the tetracycline 



is a r VQ prom 



45. The plasmid pJJ^.l MIP(a)-E4 designated ATCC #75879. 



46. (twice\ amended) A recombinant adenoviral vector, 
wherein said vectqr comprises at least two lethal deletions, 
two lethal mutatioi\s or one lethal deletion or one lethal 
mutation selected fi^pm the group consisting of El, E2A, E4 



^ early gene regions, viral structural genes ^ and additionally 
comprises a transaene Vhat replaces any one of said deletions 
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so that when rescued the resulting recombinant adenovirus 
requires f or \ replication complementation of genes of both the 
El and E4 adenoviral early regions [, and additionally may 
comprises a transgene that replaces any one of said 
deletions] . \ 

47. (twicte amended) A recombinant adenoviral vector 
comprising at l4ast two lethal deletions in the El and E4 
early gene regions, and a transaene that replaces anv one of 
said deletions sA that when rescued the resulting recombinant 
adenovirus requires for replication complementation of genes 
of both the El and E4 early regions [ , and optionally a 
deletion of the E3\ gene region, and a transgene that replaces 
any one of said deletions] • 



48. (twice amended) A packaging cell line derived tjcxm ^ 
a 293-cell that supplies the function of the E4 early .ar^aion 
operablv linked to an inducible promoter and thatx -^pports the 
growth of a mutant adenovirus defective in;?^lication, 
wherein said adenovirus comprises at l^^t two lethal 
deletions, at least two lethal mutations, or at least one 
lethal mutation and one lefeKal deletion selected from the 
group consisting of E><'^E2A, E4 early gene regions, viral 
structural genes^/and [optionally a deletion of the E3 gene 
region] , so tfiat when rescued the resulting recombinant 
adenovirals requires for replication complementation of genes 
of be^h the El and E4 early regions. 
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49. (twice amended) A packaging cell line derived from 
a 293 cell that supplies the function of the E4 earlv region 
operably linked to an inducible promoter and that supports Jziie 
growth of a recombinant adenoviral vector comprising a 
transgene, wherein said vector comprises at least twpr lethal 
deletions, two lethal mutations or one lethal de^/^ion and one 
lethal mutation selected from the group consi^ing of El, E2A, 
E4 early gene regions, viral structural g&nBS[, and optionally 
a deletion of the E3 gene region], so Izhat when rescued the 
resulting recombinant adenovirus rej^uires for replication 
complementation of genes of both/the El and E4 early regions. 

50. (twice amended) /A packaging cell line derived from 
a 293 cell that supplieg^ the function of the E4 early region 
operably linked to aiar inducible promoter and that supports the 
growth of an adenoviral vector, wherein said vector comprises 
at least lethal/two deletions selected from the group 
consisting o^ El and E4 early gene regions and a transgene 
that replaces any one of said deletions [and optionally a 
deletion of the E3 gene region] , so that when rescued the 
resTxa^ing recombinant adenovirus requires for replication 

< r colnPleittgnLaLio!rl of qe r res- nt hnth thf^ ki anci~"F^r-^a-r^y T-pgiews,^ 



Cancel Claim 51. 



52. The replication-defective recombinant adenovirus of 
Claim 38 in which the region of the E4 early gene region which 
is deleted or mutated is/open reading frame 6. 
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